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IN THE CLAIMS : 

This listing of claims will replace all prior versions, and listings, of claims in the application: 
Claims 1-20 have been amended and claim 21 has been added as follows: 
Listing of Claims : 

Claim 1 (currently amended): A DNA lib r ary for th e production of a library of double 
stranded RNA molecules of a predefin e d length in the range of 10-30 base pairs in living cells, 
whe r ein the s e - quence (s) of the DNA region (or regions) encoding the double stranded part of dou- 
ble st r anded RNA molecule (s) is randomiz e d in all nucleotide positions, and wherein b o th strands 
of said double st r and e d RNA molecule is produced from a single mem- be r of the DNA lib r a r y 
DNA-librarv for production of a library of double stranded RNA-molecules (dsRNA) of a predefined 
length, the library consisting of double stranded DNA-molecules (dsDNA) where each dsDNA 
comprise a stretch wherein both strands contiguously encode a promoter, a dsRNA-encoding 
sequence of 10-30 base pairs encoding the dsRNA to be produced and a transcription termination 
sequence, wherein each of said promoters has been mutated to include the sequence complementary 
to the termination sequence of the other strand . 

Claim 2 (currently amended): A DNA lib r ary for the production of a library of double 
stranded RNA molecules of a p r edefined l e ngth in the r ange of 1 9 -30 base pairs in living cells, 
wherein t he sc- quence (s) o f the DNA r egi o n (or regions) enc o ding t he d o uble s tr anded par t of d o u- 
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ble st r anded RNA molecule (s) is randomized in at least 1 9 nucleotid e posi t ions, and whe r ein both 
strands o f said double st r anded RNA molecule is produced fr om a single member of the DNA library 
DNA-librarv according to claim 1. wherein said promoters are HI -promoters or U6-promoters that 
have been mutated so as to incorporate an AAAAA-stretch at the end of the promoter, immediately 
next to the transcription starting site . 

Claim 3 (currently amended): A DNA lib r ary for the p ro duction of a library of d o uble 
strand e d RNA m o lecules o f a pr edefined l e ngth in the range of 15-30 base pairs in living cells, 
wh ere in the se- quenc e (s) of th e DNA r e gion (or regions) encoding the doubl e strand e d part of dou- 
bl e stranded RNA molecule (s) is randomized in at least 15 nucleotide positions, and whe r ein both 
st r ands of said doubl e st r anded RNA molecule is p r oduced from a single membe r of the DNA lib r a r y 
DNA-librarv according to claim K wherein said dsRAN-encoding sequence is randomized in 
between 4 and all positions . 

Claim 4 (currently amended): A DNA library for the production of a lib r ary of double 
stranded RNA molecules of a p r edefined length in th e rang e of 10-30 base p airs in living c e lls, 
wherein the se- quence (s) of the DNA region (or regions) encoding the double stranded part o f dou- 
ble st r anded RNA molecule (s) is r andomized in at least 4,7 or 1 0 nucleotide p osi- tions, and whe re in 
both st r ands o f said double st r and e d RNA molecule is p r oduced fr om a single membe r of the DNA 
library DNA-librarv according to claim 1 , wherein the produced dsRNA contains a single stranded 
region at one end . 
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Claim 5 (currently amended): A DNA lib r ary for the production of a library of double 
st r anded RNA molecules of a p r edefined length in the r ange of 10-30 base pairs in living cells, 
whe re in the se- quenc e (s) o f the DNA r egion (o r r egions) encoding the double strand e d part of dou- 
ble st r anded RNA mol e cul e (s) is rand o mized in 4 to all nucl e otide positions, and wher e in both 
st r ands of said double stranded RNA molecul e is produced fr om a single m e mber of th e DNA lib r ary 
DNA-library according to claim 1 . wherein the produced dsRNA contains single stranded regions 
at both ends . 

Claim 6 (currently amended): A DNA lib r ary of any of the claims 1 to 5, whe r ein said 
doubl e strand e d RNA molecules also contain singl e st r and e d region (s) at one end or both ends of 
th e molecul e s DNA-librarv according to claim 4. wherein at least one of the single stranded regions 
of the dsRNA is a polv-U overhang . 

Claim 7 (currently amended): The DNA lib r a r y of any of the claims 1 to G, wherein each 
membe r of the DNA li-b r ary contains one promoter fo r transc r iption of the double stranded RNA 
m o le- cules and one te r minator fo r t r ansc r iption of the double stranded RNA molecules, and whe r ein 
the double st r anded RNA is formed as a hairpin ty p e double st r anded molecule A DNA-librarv 
according to claim 4, wherein at least one of the single stranded regions of the dsRNA is a UU 
overhang. 

Claim 8 (currently amended): The DNA lib r ary any o f the claims 1 to 6, wh e rein each 
member of the DNA li- brary c o ntains a t least two prom ot ers fo r tr anscrip t ion o f the components of 
the double s t rand e d RNA m o lecul e s and two terminators for transcription of the c o m- ponen t s of the 
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double strand e d RNA molecules, and wherein the double stranded RNA is formed by tw o separate 
RNA molecules that arc c o mplementary to e ach othe r in the double stranded r egion. A DNA-librarv 
according to claim 1 . wherein it is constructed in a plasmid vector. 

Claim 9 (currently amended): The DNA library of claims 1 to 8, wh e rein the DNA lib r ary 
is constructed within a plasmid vector. A DNA-librarv according to claim L wherein it is 
constructed in a viral vector. 

Claim 10 (currently amended): The DNA library of claims 1 to 8, wherein the DNA lib r a r y 
is constructed within a vi r al vecto r . A DNA-librarv according to claim 1. wherein the randomness 
of the library was modified by selection of the random DNA oligonucleotides, before cloning the 
said random DNA oligonucleotides into the vectors, through hvbridzation to a total RNA preparation 
or total mRNA preparation from a source, whereby only the oligonucleotides hybridized to the 
source RNA (or mRNA) are subsequently cloned into the vector, and wherein the source can be a 
cell a cell line, a tissue, or a organism. 

Claim 11 (currently amended): A DNA library of claims 1 to 1 0 wherein the r andomness of 
the library was modified by selection of the random DNA oligonucleotides, before cloning the said 
random DNA oligonucleotides into the v e ctors, through hyb r idization to a to t al RNA p r e p arati o n 
or total MRNA preparation from a s o urce, whe r eby only the olig o nucleo- tides hybridized to the 
source RNA (or MRNA) a r c subsequently cloned into the vec- to r , and wherein the s o u r ce can be 
a cell, a cell line, a t issue, o r a organism, kit containing the DNA-librarv according to claim 1. 
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Claim 12 (currently amended): A kit containing the DNA library of any o f the claims 1 t o 
-hb An RNA-librarv obtained from the DNA-librarv according to claim 1 . 

t 

Claim 13 (currently amended): A method of constructing a DNA library of any of the claims 
1 to 6, and 8 to 1 1 wherein a pair of mutated III p r omote r s arc placed in opposite directions to drive 
the RNA expression fr o m the DNA fragm e nt inserted between th e tw o pr omote r s, wherein the said 
mutated III promoter diffe r s from th e wild type III promoter in a t least the sequence o f the 5- 
nucleotide region immediately ahead of the transcription starting site. The said 5-nucelotidc r egion 
of th e mutated III pr o mote r is AAAAA. using the DNA-libraries of claim 1 . wherein the library is 
transiently or permanently introduced into cells as a mixture. 

Claim 14 (currently amended): An RNA libra r y obtain e d from the DNA library of any of the 
claims 1-12, wherein the length o f d o uble stranded RNA produced is in the range of 10 to 30 nu- 
cleotides. A method of screening for double stranded RNA with biological functions comprising 
the use of the DNA-library according to claim 1 . 

Claim 15 (currently amended): A method of using the DNA libraries of any of the claims 
1 to 12, wh e rein the lib r ary is transiently or permanently int r oduced int o cells as a mixture. 

screening for novel genes comprising the use of the DNA-library according to claim 1. 

Claim 16 (currently amended): A method of using th e DNA library of claims 1 to 12 to 
screen for d o uble s t randed RNA with biological functions. An individual DNA-member of the 
DNA-librarv according to claim 1 . 
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Claim 17 (currently amended): A method of using th e DNA library of claims 1 to 12 to 
scre e n for novel genes. An individual RNA-member of the RNA-librarv according to claim 12. 

Claim 18 (currently amended): A novel gene obtained by the methods of any of th e claims 
15 to 17. Use of a DNA-molecule comprising the DNA-sequence AAAAAO0 n TTTTT, wherein 
(N) n is a randomized region of 19, 20 or 21 nucleotides, in the production of dsRNA-molecules. 

Claim 19 (currently amended): A novel function of a gene obtained by methods of any of 
the claims 15 to 17. An HI RNA-polymerase IH-promoter mutated to have and AAAAA-stretch at 
the end of the promoter immediately ahead of the transcription starting site. 

Claim 20 (currently amended): A pharmaceutical composition obtainable by the methods 
of any of the claims 15 to 17. plasmid with two mutated RNA polymerase HI promoters, each 
embedding one transcription termination sequence for the other promoter, and a siRNA-encoding 
region between the promoters. 

Claim 2 1 (new): Any polymerase Hi-promoter mutated to have an AAAAA-stretch at the end 
of the promoter immediately ahead of the transcription starting site. 
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